This investigation is reported because of the combination of familial haemophilia and factor VII deficiency and the unusual occurrence of a female haemophiliac.
Cases of combined deficiencies of different clotting factors are extremely rare and up till now there have been reported combinations of haemophilia and factor V deficiency (Koller, 1954) , haemophilia and Christmas disease (Soulier and Larrieu, 1953) , Christmas disease and factor VII deficiency (Bell and Alton, 1955; Stein and Abrahams, 1956 ; de Vries, Kettenborg, and van der Pol, 1955) , but not of haemophilia and factor VII deficiency.
Female haemophiliacs in the homozygous state have been reported by Merskey (1951) , Israels, Lempert, and Gilbertson (1951) , and in the heterozygous state by Taylor and and Fantl and Margolis (1955) , their fathers being completely normal.
The patient reported here is apparently in the heterozygous state since her father had no bleeding phenomena during his life. in two patients. It is probable, therefore, that the pro'onged prothrombin time is due to factor VII deficiency. This is established because (a) the low level of factor VII as determined quantitatively by Owren's method, (b) the failure to correct the prothrombin time of the patients' plasma when they were crossed with factor-VII-deficient serum, and (c) the only partial correction of "dindevan" plasma lacking in factor VII when crossed with the patients' sera (Table II) .
Thromboplastin generation was abnormal in three members of the family (Table III) . In these three patients, by replacing their plasma with adsorbed normal plasma containing antihaemophilic globulin and factor V, or by adding minimal amounts of pure A.H.G. to their plasma, the generation of thromboplastin became normal (Tables  IV and V) These results of the thromboplastin generation exclude again factor V and Christmas factor deficiency which might have been responsible for the abnormal generation and establish the antihaemophilic globulin deficiencx. They show in addition that factor VtI does not influence at all the thromboplastin generation because the latter is normal when using normal plasma and patient's serum deficient in factor VII.
Treatment. During the acute bleeding fresh blood was given and the haemorrhage controlled. Pure animal anti-haemophilic globulin should be reserved for severe bleeders and serious operations, having in mind the sensitivity that develops and the difficulty of its preparation (Macfarlane, Mallam, Witts, Bidwell, Biggs, Fraenkel, Honey, and Taylor, 1957) . Vitamin K1 was given as well, and in one other instance, when the bleeding was mild, only vitamin K1. Although it is said to be without any benefit in congenital cases, Newcomb, Matter, Conroy, DeMarsh, and Finch (1956) , van Creveld, Veder, and Blans (1956) , and Stefanovic. Milosavljevic. and Stefanovic (1955) observed some beneficial response. 
Discussion
Haemophilia is a hereditary disease characterized by lack of anti-haemophilic globulin in the blood. The disease appears only in the male since it is transmitted as a sex-linked recessive gene contained in the X chromosomes, and remains occult in the female.
The theoretical aspect that mating of a female carrier and a male bleeder would produce! a homozygous active female bleeder has been shown by Brinkhous and Graham (1950) in dog experiments, in the case of Israels et al., and in Merskey's paper in which he reviews the related literature and presents a haemophilic family with intermarriages for generations and actual bleeding in females.
Theoretically again it is impossible for a heterozygous female (carrier) to manifest active haemophilia, but that this also may happen is illustrated in the case of Fantl and Margolis, who reported a female bleeder without paternal family history, in the case of Taylor and Biggs, who could not detect any deficiency of the A.H.G. in the parents of their haemophilic female, and in the present case, where the father of the haemophilic female and his family were normal and were not related to his wife's family. It is characteristic that all these females have a mild haemophilia and the same mechanism may be responsible for its appearance.
Fantl and Margolis try to explain this phenomenon by accepting that the female is heterozygous in respect of the gene responsible for her son's severe condition, but in her own case the trait is incompletely recessive. Taylor and Biggs, however, think that the female is a carrier of severe haemophilia and the remaining gene has been modified to produce mild haemophilia, her son having inherited the latter.
This explanation fits well with the present case, although we can accept at well the possibility of the manifestation of the recessive gene by the simultaneously defective gene for factor VII.
Since Alexander, Goldstein, Landwehr, and Cook's (1951) first description of congenital factor VII deficiencies, 33 more cases have been reported up to date, which can be divided into two groups: (a) familial (17 cases in six families) and (b) congenital, although definite family data for some of these are lacking. These cases are of a definite familial character. All familial cases have normal thromboplastin generation and/or prothrombin consumption with the exception possibly of Wurzel, Roth, and Zubrow's (1954) 
